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The present study developed and established a novel DMSO-perturbing assay to
identify promiscuous enzyme inhibitors. The assay successfully identified nonspecific binding
inhibitors of hyaluronidase, B -lactamase, o -chymotrypsin, and aldose reductase, typically by the
attenuation of inhibitory activity by the influence of DMSO-addition. This attenuation would be

attributed to the nonspecific binding property of inhibitors toward both productive and

nonproductive (nondenatured) states of enzymes in perturbation solution. This working hypothesis was
supported by spectroscopic analyses of enzyme conformations as well as kinetic analyses. Overall,

these results provided a novel concept of the DMSO-perturbing assay. Furthermore, we have discovered
novel inhibitors of aldose reductase from chemically-engineered extracts of natural products.
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